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Abstract 

Introduction: Mucosa associated lymphoid tissue lymphomas are the most common lymphomas of the salivary 
glands. The benign lymphoepithelial lesion is also a lymphoproliferative disease that develops in the parotid gland. 
In the present case report, we describe one case of benign lymphoepithelial lesion with a subsequent low 
transformation to grade mucosa associated lymphoid tissue lymphoma appearing as a cystic mass in the parotid 
gland. 

Case presentation: A 78-year-old Caucasian female smoker was referred to our clinic with a non-tender left facial 
swelling that had been present for approximately three years. The patient underwent resection of the left parotid 
gland with preservation of the left facial nerve through a preauricular incision. The pathology report was consistent 
with a low-grade marginal-zone B-cell non-Hodgkin lymphoma (mucosa associated lymphoid tissue lymphoma) 
following benign lymphoepithelial lesion of the gland. 

Conclusions: Salivary gland mucosa associated lymphoid tissue lymphoma should be considered in the differential 
diagnosis of cystic or bilateral salivary gland lesions. Parotidectomy is recommended in order to treat the tumor 
and to ensure histological diagnosis for further follow-up planning. Radiotherapy and chemotherapy should be 
considered in association with surgery in disseminated forms or after removal. 



Introduction 

Mucosa associated lymphoid tissue (MALT) lymphomas 
are non-encapsulated clusters of lymphocytes found 
throughout the mucosal tissues of the aero-digestive 
tract. The non-Hodgkin type lymphomas that arise from 
these lymphocyte aggregates (MALT lymphoma) are of 
B-cell lineage, the commonest involving the salivary 
glands [1]. A MALT lymphoma has been presumed to 
be associated with autoimmune or inflammatory dis- 
eases [2]. The benign lymphoepithelial lesion (BLL) is 
also a lymphoproliferative disease that develops in the 
parotid gland. Although, BLL is a benign disease, subse- 
quent malignancies have also been reported [3,4]. 

The lymphoma arising from MALT was first described 
by Isaacson and Wright in 1983 [5]. MALT lymphoma 
arising from salivary glands is a rare entity; available 
data in the literature are scarce, confined to small series 
and isolated case reports. The characteristics and clinical 
outcome of this unusual presentation are largely 
unknown [6]. Early diagnosis relies on a high index of 
suspicion. 



* Correspondence: petros_konofaos@yahoo.com 

2 nd Department of Propedeutic Surgery, 'LAIKO' General Hospital 17, Ag 

Thomas Street, Athens 1 1527, Greece 



In the present case report, we describe one case of 
BLL with a subsequent low transformation to grade 
MALT lymphoma appearing as a cystic mass in the par- 
otid gland. 

Case Presentation 

A 78-year-old Caucasian female smoker was referred to 
our clinic with a non-tender left facial swelling that had 
been present for approximately three years. The patient 
was otherwise asymptomatic. She had no history of 
malignancy or autoimmune diseases. A firm mobile 
mass was present in the left parotid gland. 

Examination revealed a 5 cm firm mobile mass in the 
superficial lobe of the left parotid. The left facial nerve 
was intact (House-Brackmann scale Grade I). No other 
abnormalities were found in the nasopharynx, oral cav- 
ity, larynx or ears. There was no pathological enlarge- 
ment of the cervical lymph nodes. Laboratory tests were 
within normal limits. Hepatitis B virus (HBV) and hepa- 
titis C virus (HCV) serologies were negative. 

The patient had undergone ultrasonography-guided 
fine needle aspiration of the left parotid gland several 
months before. The cytological examination revealed 
mononuclear and inflammatory cells and a diagnosis of 
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a chronic parotiditis was made. The patient was given 
antibiotics but with little effect. Unfortunately, the mass 
on the left parotid continued to enlarge. After admission 
to our clinic, a helical CT scan was performed which 
revealed a solid mass with an irregular surface in the 
left parotid gland (Figure 1). 

The patient underwent resection of the left parotid 
gland with preservation of the left facial nerve through a 
preauricular incision (Figure 2). Identification of the 
branches of the facial nerve was made by using loupes 
magnification and with intraoperative electric stimula- 
tion of the identified branches of the facial nerve. The 
size of the resected tumor was 5x7 cm (Figure 3). The 
surgical specimen was sent for a histopathological 
examination. 

The pathology report was consistent with a low-grade 
marginal-zone B-cell non-Hodgkin lymphoma (MALT 
lymphoma) following BLL of the gland. According to 
the report, there was infiltration of the normal salivary 
tissue by a heterogenous mixture of lymphocytes and 
isolated blastic cells. 

Postoperative recovery was uneventful and facial nerve 
function was intact. CT scan of the head, neck, chest 
and abdomen at two and six months after the surgery 
revealed no evidence of lymphoma infiltration. Our 
patient had isolated surgical treatment without che- 
motherapy. By the time this report was completed, the 
patient had been followed for 13 months without evi- 
dence of recurrence. 

Discussion 

Primary lymphomas of the salivary glands are rare and 
account for 4.7% of lymphomas at all sites [7]. A non- 
Hodgkin lymphoma of a salivary gland may appear as a 
painless, progressively enlarging mass [8-11]. Therefore, 





Figure 2 Preoperative planning of the preauricular incision - 
the circular dotted line represents the tumors margins. 



it is rarely suspected before biopsies or surgical removal. 
MALT lymphomas developing within the salivary glands 
may be related to chronic lymphoid hyperplasia. 

The native absence of MALT within the salivary 
glands necessitates the development of acquired MALT 
from underlying lymphoid stimulation and infiltration 
before MALT lymphoma can develop [12]. Low-grade 
MALT lymphomas of the parotid gland usually arise in 
a setting of BLL [13]. The main histological characteris- 
tic of BLL of the parotid gland is the presence of clus- 
tered B cells inter-digitating with ductal epithelial cells. 
According to Amft et al [14], BLL can be considered a 
premalignant lesion' due to the fact that it can contain 
clonal populations of B cells, although it is generally 
regarded as a benign lesion. The transformation from 
BLL to MALT lymphoma is believed to be a multi-step 
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process. The initial event of this process may be a long- 
term stimulation of activating B cells by an inflamma- 
tory stimulus [15]. Hiltbrand et al [16] also suggested 
that MALT lymphomas arise from BLL, not from intra- 
parotid lymphoid aggregates. 

Association between MALT lymphoma and autoim- 
mune diseases such as systemic lupus erythematous 
[17,18] or inflammatory diseases such as Helicobacter 
pylori infection in the stomach has been discussed. In 
the present case, no gastric lesions were observed after 
stomach examination. According to Rosenstiel et al [19] 
in patients with Sjogren's syndrome, the risk of develop- 
ing Non-Hodgkin's lymphoma increases 44-fold and 
80% of these lymphomas are of the MALT type. Our 
patient had no clinical evidence of Sjogren's syndrome. 

According to Anacak et al [6] salivary gland MALT 
lymphoma is mainly a disease affecting women; in their 
study the ratio of females to males was 3/1. Kojima et al 
[20] reported a female-to-male ratio of 1.7/1.0 for pri- 
mary lymphomas of the salivary glands. Kalpadakis et al 
[21] reported a series of 76 patients with non-gastric 
extra-nodal marginal zone lymphomas in which two 
thirds of the patients were female. The reason for this 
female predominance is not clear. 

Radiological representation of MALT lymphomas of 
the parotid gland is scarce [22]. According to Corr et al 
[23] who presented a cohort of 10 HIV-infected children 
with MALT lymphomas of the parotid gland, the CT 
scan appearance of these lesions consisted of multiple 
hypoechoic solid nodules, which corresponded to hyper- 
plastic lymphoid tissue or lymphoma. Cystic lesions 
(from compression of terminal parotid ducts by contigu- 
ous hyperplastic or neoplastic lymphoid tissue) and 
punctuate calcification, both intracystic and parenchy- 
mal may coexist. This radiologic appearance has also 
been described in BLL encountered in patients with 
AIDS [24] or Sjogren's syndrome [25]. 

Currently, there is controversy in the reported litera- 
ture regarding the accuracy of PET-CT scan in MALT 
lymphomas. Elstrom et al [26] evaluated the accuracy of 
PET-FDG in identifying various lymphomas subtypes. 
According to their results, PET-FDG detected 67% of 
marginal zone lymphoma. Hoffmann et al [27] reported 
increased FDG uptake in patients with nodal marginal 
zone lymphoma but not in those with extranodal dis- 
ease, suggesting that the FDG -avidity depends on tumor 
location and /or the lymphoma subtype. Perry et al [28] 
suggested that PET -CT is a useful tool for both, initial 
staging and follow-up after treatment in patients with 
MALT lymphoma and its sensitivity depends on disease 
location and stage at initial diagnosis. 

Most non-gastric MALT lymphomas have been noted 
to be indolent. Disseminated disease is relatively slow to 
develop in affected patients. Up to 50% of the patients 



with non-gastric MALT lymphoma have multiple 
involved sites [29]. Whether this phenomenon can be 
attributed to synchronous disease occurrence at multiple 
sites or to undetected sub-clinical disease, the mechan- 
ism of disease dissemination is unknown [30]. 

An association between hepatitis C virus (HCV) infec- 
tion and B-cell lymphomas has previously been 
reported, especially in countries in which the prevalence 
of HCV is relatively high [31,32]. Other researchers have 
not found this association [33,34]. Thus, further studies 
are needed to define the role of HCV infection in the 
pathogenesis of MALT lymphoma. Rosenstiel et al [19] 
suggested that any patient with a cystic parotid mass 
must be screened for HIV infection or for Sjogren dis- 
ease, because it is more likely that the cystic mass is 
derived from either one of these underlying diseases 
than to a MALT lymphoma. According to Klussmann et 
al [35] Epstein - Barr virus (EBV), Human herpetovirus 
(HHV) types -6 and -8, HCV and HIV infections have 
been involved in the etiology of salivary MALT 
lymphomas. 

In our practice, clinical examination, preoperative 
FNA of the suspicious lesion and radiological investiga- 
tion in certain cases, is part of the preoperative assess- 
ment of a suspicious parotid gland lesion. However, 
Ando et al [36] suggested that a parotid MALT lym- 
phoma is hard to diagnose by fine-needle aspiration 
cytology. 

Thieblemont et al [37] suggested that patients with 
localized disease generally were treated with surgery or 
radiotherapy. Surgery is strongly recommended as a 
diagnostic tool of malignant lymphoma of the parotid 
gland [38], since histological evaluation is essential for 
treatment of malignant lymphoma. Parotid surgery is 
positively recommended both in order to treat the 
tumor and to ensure histological diagnosis of the tumor 
for further follow-up planning. The prognosis is excel- 
lent for patients with MALT lymphoma of the parotid 
gland. Limited data indicate five-year survival rates of 
more than 80%. 

Once MALT lymphoma is diagnosed, an in-depth eva- 
luation for synchronous multi-sited involvement and 
disseminated disease should be undertaken before initia- 
tion of local therapy. Radiotherapy and chemotherapy 
should be considered in association with surgery in dis- 
seminated forms or after removal. Sarris et al suggested 
[38] irradiation in case of localized lesions in early stage 
and chemotherapy in those with advanced disease. Mar- 
ioni et al [15] suggested that radiotherapy and che- 
motherapy should be considered in association with 
surgery in disseminated forms or after incomplete 
removal. Isobe et al [39] treated 37 patients with Stage 
IE extragastric MALT lymphomas with radiotherapy 
only. Local control was obtained in 97.3% of the 
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patients, and progression free survival at three years was 
reported as 91.9%. As far as chemotherapy in patients 
with MALT-type lymphoma is concerned, although 
there is limited experience [40], clinical trials of systemic 
therapies are strongly advised. 

Regional and distant relapses are not common in gas- 
tric MALT lymphomas, but extragastric MALT lympho- 
mas tend to be more aggressive and may recur in the 
regional or distant lymph nodes and in other organs 
[30,41]. According to Wenzel et al, patients with 
MALT-lymphoma of the head and neck are at a rela- 
tively high risk for early dissemination and subsequent 
distant recurrence when only local therapies are applied. 
In the current case, there was no lymph node or other 
organ involvement. 

Conclusion 

Salivary gland MALT lymphoma should be considered 
in the differential diagnosis of cystic or bilateral salivary 
gland lesions. After histopathological confirmation of a 
suspicious parotid gland lesion as a parotid gland 
MALT lymphoma, careful follow-up is needed with 
attention either to the remaining parotid gland or to 
other major salivary glands and organs in the head and 
neck region. 

Consent 

Written informed consent was obtained from the patient 
for publication of this case report and accompanying 
images. A copy of the written consent is available for 
review by the Editor-in-Chief of this journal. 

Abbreviations Section 

MALT: mucosa associated lymphoid tissue; BLL: benign 
lymphoepithelial lesion 

Authors' contributions 

PKo prepared the manuscript and reviewed it for publication. ES performed 
the review of the literature. PKa collected the patients' data. GK supervised 
the general management and follow-up of the patient and the writing of 
the manuscript. All authors read and approved the final manuscript. 

Competing interests 

The authors declare that they have no competing interests. 

Received: 7 November 2010 Accepted: 15 August 2011 
Published: 15 August 2011 

References 

1. Wolvius EB, Van der Valk P, Van der Wal JE, et al: Primary non-Hodgkin's 
lymphoma of the salivary glands. An analysis of 22 cases. J Oral Path 
Med 1996, 25:177-181. 

2. Isaacson PG, Norton AJ: Extranodal lymphomas. New York, NY: Churchill 
Livingstone; 1994. 

3. Azzopardi JG, Evans DJ: Malignant lymphoma of parotid associated with 
Mikulicz disease (benign lymphoepithelial lesion). J Clin Path 1971, 
24:744-752. 



4. Batsakis JG, Bernacki EG, Rice DH, Stebler MF: Malignancy and the benign 
lymphoepithelial lesion. Laryngoscope 1975, 85:389-399. 

5. Isaacson P, Wright DH: Malignant lymphoma of mucosaassociated 
lymphoid tissue: A distinctive type of B-cell lymphoma. Cancer 1983, 
52:1410-1416. 

6. Anacak Y, Miller RC, Constantinou N, Mamusa AM, Epelbaum R, Li Y, 
Calduch AL, Kowalczyk A, Weber DC, Kadish SP, Bese N, Poortmans P, 
Kamer S, Ozsahin M: Primary Mucosa-Associated Lymphoid Tissue 
Lymphoma of the Salivary Glands: A Multicenter Rare Cancer Network 
Study. Int J Radiat Oncol Biol Phys 2010. 

7. Balm AJ, Delaere P, Hilgers FJ, et al: Primary lymphoma of mucosa- 
associated lymphoid tissue (MALT) in the parotid gland. Clin Otolaryngol 
1993, 18:528-532. 

8. Gleeson MJ, Bennett MH, Cawson RA: Lymphomas of the salivary glands. 
Cancer 1986, 58:699-704. 

9. Hyman GA, Wolff M: Malignant lymphomas of the salivary glands. Review 
of the literature and report of 33 new cases, including four cases 
associated with the lymphoepithelial lesion. Am J Clin Pathol 1976, 
65:421-438. 

10. Mehle ME, Kraus DH, Wood BG, et al: Lymphoma of the parotid glands. 
Laryngoscope 1993, 103:17-21. 

11. Schusterman MA, Granick MS, Erickson ER, et al: Lymphoma presenting as 
a salivary gland mass. Head and Neck Surg 1988, 10:41 1-415. 

12. Ciccone E, Truini M, Grossi CE: Lymphoid complement of the human 
salivary glands: function and pathology. Eur J Morphol 1998, 
36(suppl):252-256. 

13. Diss TC, Wothersoon AC, Speight P, et al: B-cell monoclonality, Epstein 
Barr Virus, and t (1 4;1 8) in myoepithelial sialadenitis and low-grade B- 
cell MALT lymphoma of the parotid gland. Am J Surg Pathol 1995, 
19(5):531-536. 

14. Amft N, Bowman SJ: Chemokines and cell trafficking in Sjogren's 
syndrome. Scand J Immunol 2001, 54:62-69. 

15. Marioni G, Marchese-Ragona R, Marino F, et al: MALT-type lymphoma and 
Warthin's tumour presenting in the same parotid gland. Acta Otolaryngol 
2004, 124(3):3 18-323. 

16. Hiltbrand JB, McGuirt WF, Matthews BL: Primary malignant lymphoma of 
the parotid gland - Two case reports. Otolaryngol Head Neck Surg 1 990, 
102:77-81. 

17. Barnes L, Myers EN, Prokopakis EP: Primary malignant lymphoma of the 
parotid gland. Arch Otolaryngol Head Neck Surg 1998, 124:573-577. 

18. Nichols RD, Rebuck JW, Sullivan JC: Lymphoma and the parotid gland. 
Laryngoscope 1 982, 92:365-369. 

19. Rosenstiel DB, Carrol WR, Listinsky CM: MALT lymphoma presenting as a 
cystic salivary gland mass. Head Neck 2001, 23:254-258. 

20. Kojima M, Shimizu K, Nishikawa M, et al: Primary salivary gland lymphoma 
among Japanese: A clinicopathological study of 30 cases. Leuk 
Lymphoma 2007, 48:1793-1798. 

21. Kalpadakis C, Pangalis GA, Vassilakopoulos TP, et al: Non-gastric extra-nodal 
marginal zone lymphomas: A single centre experience on 76 patients. 
Leuk Lymphoma 2008, 49:2308-2315. 

22. Tagnon BB, Theate I, Weynand B, et al: Long-standing mucosa-associated 
lymphoid tissue lymphoma of the parotid gland: CT and MR imaging 
findings. AJR Am J Roentgenol 2002, 178(6):1 563-1 565. 

23. Corr P, Vaithilingum M, Thejpal R, et al: Parotid MALT lymphoma in HIV 
infected children. J Ultrasound Med 1997, 16:615-617. 

24. Kirshenbaum KJ, Nadimpalli SR, Friedman M, Kirshenbaum GL, Cavallino RP: 
Benign lymphoepithelial parotid tumors in AIDS patients: CT and MR 
findings in nine case. AJNR 1991, 12:271-274. 

25. Stewart A, Blenkinsopp PT, Henry K: Bilateral parotid MALT lymphoma and 
Sjogren's syndrome. Br J Oral Maxillofac Surg 1994, 32:318-322. 

26. Elstrom R, Guan L, Baker G, et al: Utility of FDG-PET scanning in 
lymphoma by WHO classification. Blood 2003, 101:3875-3876. 

27. Hoffmann M, Kletter K, Becherer A, Jager U, Chott A, Raderer M: 18F- 
fluorodeoxyglucose positron emission tomography (18F-FDG-PET) for 
staging and follow-up of marginal zone B-cell lymphoma. Oncology 2003, 
64:336-340. 

28. Perry C, Herishanu Y, Metzer U, Bairey O, Ruchlemer R, Trejo L, Naparstek E, 
Sapir EE, Polliack A: Diagnostic accuracy of PET/CT in patients with 
extranodal marginal zone MALT lymphoma. Eur J Haematol 2007, 

79(3):205-209. 



Konofaos et al. Journal of Medical Case Reports 201 1, 5:380 
http://www.jmedicalcasereports.eom/content/5/1/380 



Page 5 of 5 



29. Raderer M, Vorbeck F, Formaneck M, et al: Importance of extensive 
staging in patients with mucosa associated lymphoid tissue (MALT)-type 
lymphoma. Br J Cancer 2000, 83:454-457. 

30. Wenzel C, Fiebiger W, Dieckmann K, et al: Extranodal marginal zone B-cell 
lymphoma of mucosa associated lymphoid tissue of the head and neck 
area: high rate of disease recurrence following local therapy. Cancer 
2003, 97:2236-2241. 

31. Ferri C, Caracciolo F, Zignego AL, et al: Hepatitis C virus infection in 
patients with non-Hodgkin's lymphoma. Br J Haematol 1994, 88:392-394. 

32. Luppi M, Ferrari MG, Bonaccorsi G, et al: Hepatitis C virus infection in 
subsets of neoplastic lymphoproliferations not associated with 
cryoglobulinemia. Leukemia 1996, 10:351-355. 

33. Collier JD, Zanke B, Moore M, Kessler G, Krajden M, Shepherd F, et al: No 
association between hepatitis C and B-cell lymphoma. Hepatology 1999, 
29:1259-1261. 

34. Germanidis G, Haioun C, Pourquier J, Gaulard P, Pawlotsky J-M, 
Dhumeaux D, et al: Hepatitis C virus infection in patients with overt B- 
cell non-Hodgkin's lymphoma in a French center (letter). Blood 1999, 
73:1778-1779. 

35. Klussmann JP, Muller A, Wagner M, Guntinas-Lichius 0, Jungehuelsing M, 
Sloots T, Ablashi DV, Krueger GR: Human herpesvirus type 8 in salivary 
gland tumors. J Clin Virol 2000, 16(3):239-246. 

36. Ando M, Matsuzaki M, Murofushi T: Mucosa-associated lymphoid tissue 
lymphoma presented as diffuse swelling of the parotid gland. Am J 
Otolaryngol 2005, 26(4):285-288. 

37. Thieblemont C, Bastion Y, Berger F, et al: Mucosa-associated lymphoid 
tissue gastrointestinal and nongastrointestinal lymphoma behavior: 
Analysis of 108 patients. J Clin Oncol 1997, 15:1624-1630. 

38. Sarris AH, Papadimitrakopoulou V, Dimopoulos MA, Smith T, Pugh W, 
Ha GS, et al: Primary parotid lymphoma: the effect of International 
Prognostic Index on outcome. Leuk Lymphoma 1997, 26:49-56. 

39. Isobe K, Kagami Y, Higuchi K, et al: Japan Radiation Oncology Group. A 
multicenter phase II study of local radiation therapy for stage IEA 
mucosa-associated lymphoid tissue lymphomas: A preliminary report 
from the Japan Radiation Oncology Group (JAROG). Int J Radiat Oncol 
Biol Phys 2007, 69:1181-1186. 

40. Raderer M, Isaacson PG: Extranodal lymphoma of mucosa associated 
lymphoid tissue (MALT)-type: the perspective at the beginning of the 
21st century. Expert Rev Anticancer Ther 2001, 1:89-101. 

41. Zinzani PL, Magagnoli M, Ascani S, et al: Nongastrointestinal mucosa- 
associated lymphoid tissue (MALT) lymphomas: Clinical and therapeutic 
features of 24 localized patients. Ann Oncol 1 997, 8:883-886. 



doi:1 0.1 1 86/1 752-1 947-5-380 

Cite this article as: Konofaos et al.: Primary parotid gland lymphoma: a 
case report. Journal of Medical Case Reports 201 1 5:380. 



Submit your next manuscript to BioMed Central 
and take full advantage of: 

• Convenient online submission 

• Thorough peer review 

• No space constraints or color figure charges 

• Immediate publication on acceptance 

• Inclusion in PubMed, CAS, Scopus and Google Scholar 

• Research which is freely available for redistribution 

Submit your manuscript at (^\ RioMM i r pnt ^\ 

www.biomedcentral.com/submit Blomea ^ enirai 



